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(54) DIDEOXYCARBOCYCUC NUCLEOSIDE COMBINED WITH AZT OR RIBAVIRIN 

(57)Abstract 

PURPOSE: To obtain a formulation useful for treating tumors involved in 
viral infection or virus, comprising AZT or ribavirin and 
dideoxycarbocyclic nucleoside. 

CONSTITUTION: This formulation is a combination of (A) a 1 st antiviral 
compound of the formula (X is H. NRR1. SR, OR or a halogen; Z is H, x 


OR2 or NRR1; R, R1 and R2 are each H, a 1-4C alkyl or aryl) or Jt" M 

amino-6-hydroxy-9H-"purin-9-yl)-2- cyclopentenyl carbinol Mh (P» a jL. M ^ 


pharmaceutically permissible derivative therefrom, e.g. (1<x,4a)-4-(2- 7 r 


2nd antiviral compound selected from the group consisting of 3'-azido- % 
3-deoxythymidine, ribavirin, 3 -azido-2',3 - dideoxyuridine and 2\3'- 

dideoxy-2',3'-didehydrothymidine in the weight ratio of (20:1) to (1 :20), H0 " CK \ 

esp. (3:1) to (1:3). Preferably the dose of this formulation is such one as \ j 

to be 1-75 (esp. 3-30)^M in each plasma level for the ingredients A and 
B. 
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*fi5**fJ:CMt£fc7a~18aO«0**>tttt 
« T <0 I C^t. 

L_ 


7a 


10a 


CC 
OH 
NH, 
SH 


108-110 
248-250Cdec) 
198-200 
263-265Cdec) 


0.35* 
0.24* 
0.33 h 
0.44- 


82 
45 
81 
49 


B. ^rg>2 / ,3 / -->'r^»->-2,6-^Bft-^U v (Z-NH.) 

I3a Cfi 145-147 

1 4a OH 254-256(dec) 

15a NH, 152-155 


0.64 
0.27 
0.41 


80 

61 


CHCfl, : MeOH, 10 : 1 
CflCfi, : MeOH> 5 : 1 


<t£to7a, 8a, 9a, 10a, 13a, Half J: 15a 
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«3''i'f'£ftl,j&A,£. 4? '/ ^ 1« Gfl L , H 
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ev, 210*0) :«/e 231 ( M * ) , 213 ( M * "18), 
135 (B*) i IR: 3600 - 2600 ( NH » , OH), 1700, 
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HftttD'ft^nfc. ttfi26.8a92 ~> O 
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lS,4R-fltt<*0$3fcT»fenfc6J8*r£- 
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* fc Jfl n * * 'J *y^7 9 y^A^^AT^Q 
L . * 7 l / it $ ft * \ 0.05M H.PO,© ffl « 
CpH7.4, 15»fl>* C 8 E L , * t X 800a i y h 
orf^i'>f7it--tftln J Lfc ( 8 « fr 37 
"0 X9 68?flfl 4 v * *k h L tz . TLCJ: 0, fflo 

L t ^ ifl L T s Ktt'>'<*ft*9lQNtt'fc s 
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tt » WSS^» 07/148.252^li * *b £ E rjt # n 
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-1.9 : F A 1 D S £ ft ) ; *3Ci6]foW*'fA'3 
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3 t ft * * D* ft U ffltt o »a » 

iEff x - h^«E», 2) & ?fl ft Jft / i- 
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^ V) ffi. # 
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SUs ft IC * ^ ? h ft + * C 8 M • 1200RPM). 
CRHPl- 1640> 10% * v'teEHLtf CFCS), -f y * 


- a i * v - 2 (IL-2XATH 8 ffi IB fc *> <T> ) , 

MOIftO.Olttft. O.OIAHOItt, lO'&fttl-a 

- y h (?) ^ ^/t<x t [ o • i ffl i: »a il 6 : M: i: 
D » * n * *^iUXt*irHE^av r o - 
*«ftKtt*«l<0*fraim*. aitfc, * 
tt=iyro-*i&»Bfc, Sfl - 5 «CO, + , 
37-0 tlHir/^a^-pt*. B ft U , 
*/cli*£ft*)itfflft*#fcLTl xlO'Wft/ 
lOOntt (ATH8 iHftTtt 2 x I 0 * ft! ft / 1 0 0*tt) 

ti. ffiftt/c, t tz it * is ft <o m & ciooma) 

fr96-'?in-<flU*lfi;-9'>r*o*-f * - / u - 
KoaStt9*^«f CE^t*. ft * ft # 
8 ft * * «&Jffift*ffl^-C2Elr*l*t6. * 
« ft IB ft it lffl<0*x*Tft#*tT>*:»afclZ 

ffUttv»*»»i:r/3fe«ftoa > h o - a. kb ft 
I* * n * n 9 x /w B3~ D3fc J: £3~ G3* T , 3 


@fiaflFti. * ;uA4~allfc J: tfH4~Bl HI , 

T * 5%C0,*37 , or>fv**'<-ht4. 

ft o T » KS&ff^Tfr"*?. A 9 Oft* It, 9B 
-^iiu/u-h*??!*^. * 7 u - r *) * 

/ ? Ajfi/:Ceius||flEft!ia^'/Xf i. 
tffl^T, 11 * h 4 ?1 4 r , ffittW*3lO^^ 


t: * y 9 - * m ^ x , 6B*i**fe]00jifl«7- 

xh;u-K:»t; tttb^ ( # # 7 u _ h 
Q*x*A4*bH4tT0>]OOMt?a h/u- 

J: 1/ B2* b C2t TIJ , tttt*>*i«JO*.fcft$. 
COtah^w-M*. CO 1 4 1 , 37 

«T7 - ^fU, * »i E & 

C. iM«Sf M'/HiiTyt-f (HTA) 

ft fb 

XTT-PMS»*tt, «S12LCla9/»fl XTT ; FCS * 

***ir*e*4»*K 2,3-tr^(2-> 

4--l*D-5-7^t. 7xz/i,) - 5- (7 
x x ;u 7 £ y ) **tf£jU-2H-?l»?-/>J9 
At Kb*'/ KflK) 0***fcao*.6ttttK 

(-)14a*, 9 x a- O # ^3ST ft O JO C B ft , H. 

tlNnii»«» azt, y tr y > % cs-87, 
ddl * tz it d4T* £ a -ft ft «> k s ^ fc 0 TE» 
£<0 14a I fc (i C-)14a* m » ft C/»ff/»a) : 0.032. 
0.1, 0.32> 1.0s 3.2, 10**1/32. TffiJ&S 
*) AZT, U /< f y > , CS-87 ddT* fc II d4T* ffl <,* 

C*»/bO : 0.0), 0. 032, 0.1 , 0.32. 1.0, 
3-2, 10* X U 32. 

S5)W$:J:lBi83!<7)#j 4 ft £ ft $t L , TK^ 

A: 9 , 2-?0*x*trBfr"C, 0.05nCCOMai 
\t C-) 1 4a ill ft * » x »; ft A fc . * k % 0.05 
«20) AZT, y /< n y , CS-87, ddT* /- fit d4Tfc 

* LT«.*fflOfittW*&&ttQ.05/'0.2-C*> 
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fifi8¥2-sio22 (19) 

A B ? IX £ . X I- 7 ^PlISjSR (7x^-.>'y> 
Y % A, 7 * - h C15.3«* PMS/afl FBSfrl; 100 
C0.l53aft7»O C#Wt*. ft ft # ft PMS(40 

iifl)<r 7 u - K^flJSin&OSttttJ&rPMSSffiri* 
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^ - h <r ifi K U , EL ISA / u- h ij - y - k Jg 
A. X 450imT SL H t * . 
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ft B L f: « B tt . H T 2 4 li CEHffi B * T *> £ . 
^UxgRLtHfiii, -fcia<03f2«fcEGt 
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U v (100 a. x y U LU * h w 7 Y * 4 

> v < l00M»/aft) Hfrtfc. 
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0.lM*BHt* h U * a«« 


« a * 


50 
75 

72.5 
50 
2-5 
250 
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9 * * y 9 mtz%x ht 4. 
■e ft a * <* 4 . 

» 2 OB li , it & ft 1 4 a % U /< fcf «l v # J: \f * 
CEM© ffl C if It 4 HIVO.ffl a 

* 25H (9Mt6fc»0^ V<d ? \ "C 4 . 
m 3 IB li , ft £ ft 14a, AZTfc J: * <0 fi * £ 
if C J 4 HT2fiB B C if It & HI V4> & & fc 40K » 



I4a (lnCSUS ua/tnDl 


»(81¥2-.9i022 (22) 


FIG. 2 



0.0 0.1 0.2 0.3 QA 0.5 0.6 07 0.8 0.9 1.0 
AZT 7777a y 


1.0t> 
OS- 
O.fi- 
0.7- 
> 0.6- 
0.5« 

Cs 

,rs ov 

5 » 

o.i 
o.oH 


F/G..4 


00 0.1 0? 0.3 OA 0.5 0.6 0.7 0.0 0.9 1.0 
AZT777V3 7 



IjO- ^ 


0.9- 


0.8 : 


0> 

m 

0.6- 

•> 

CN 

0.5- 


0.4- 

< 

0.3 : 


0.2; 


o.v 


o.o v 


F/G.3 
v ^ teflon 


RIBAVIRIN 77?*Va V 


io« 



0.5 

(-) Ua77C7-V3V 


F/G. 6 

1.0* 



0.5 

(-) !4a77^V3V 


F/G. 7 

RWa8.rU Ad 1 cX4CEMfBfil? 

Hiv-i««a«5ox«p«i7'sc«o^y 



0.5 

(-)i4a779v 3 y 


F/G. 8 


(-) WalVJtf /ttTC«CEM«JB+CftCtt 
I.Ot 



0.5 

(-)l4a77?7aV 


-286- 


8fia¥2-91022 (23) 


©Int. a.' 

// C 07 D 405/04 
473/06 
473/16 
473/18 
473/22 
473/24 
473/28 
473/30 
473/32 
473/34 

473/38 
473/40 
(A 61 K 31/52 
31:655 
31:505) 


3 2 1 
3 6 1 


6742-4 C 
8829-4 C 
8829-4 C 
8829- 4 C 
8829-4 C 
8829-4 C 
8829-4 C 
8829-4 C 
8829-4 C 
8829-4 C 
8829-4 C 
8829-4 C 
8829-4 C 

7375-4 C 
7375-4 C 


Tjt 'J*^I77^M (32516) ^?t7tJ^. 
h*2212 

7^'iMtl77/<-?W (35255) /<-5>^A. * 
-f >^T-4-3.— tJ-^^2000 


* e s jz oca*) 7.«ijE<one 
* ■ * • » i) ^unAoKM^tEaicao 

TttlfSlfBSI 4 5 5 3 4? 3) H 8 K ft O K 6 if t ft B 68 9i » O C R * C 3C 

iZTifcii y><tfy v ft 

7> U *£*Bi*v**K55455)J*7-tf';;t. 

c*i«) 

4.ft a a 

B-W KWffl=PftmKM«r3Ta2SJfi(«31»-trA.) 

*» (261) 20 2 2 
ft« C9I73) B * f- ^fe^ 

T« I * 9 1 I a ( A»S T1.9. 26) 



